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Sumrnary

Menopara€ is often d.ociated widì va-
giDal atrophy dd relaled slDptoùN,
such fls raeinar &]nè$, burnnì8, itch-
nrg, ed dydpareunia, d€cre$e tn liùì.lo
ùd in general a decreas€ iù the qualiry
ol llfe, The common treatmen. úp to the
rs90's has b€€n the onl hórmone re-
placemenr dìemF @RT), but this tr€ar-
ment has been cors€qúendy r€ con-
sid€red due ro hs advcrse efrects, Toptcat
estrogenic prúdúctc hav€ been sùù-
sequenllv dereloped ro minimtzc rhe sls,
terùc advc.$ efrects of dre orar HRT, hut
they ùc still consid€red ar risk in case of
!.olong€d us€, As ar alt€harive, two clin-
lcal trials were performed to inresiigate
rhe efreds of a m€dlcal rlevice in tlìe
lorm ol a gel, conraining h]€lùontc acid,
liposomes, phyoèrlrogens irom I? -
n,,,s &pùl6 èxtract, md vilmln l,
with rh€ ajm of testiB irs salely dd eflì-
cacy in loet oenolausal $rmen wilh
úrogenital atrophy. The nrsl pilol study
cúnnrDcd in r0 mùren dE good saJety
prófi|c, both localb dd syslemically, of
the.lwice flpplied on ùc €r:ternal genlr-
als at the dose úl t 2 g/day for 30 dal6.
'lh€ second study lvas canied oùt, accor.l
i[81o a multic€nten op€n, non con
1roùed desigD, in 100 post-menopausal
rvomen dsign€d ro the vaginal appli.a-

tion of 2.5 g of g.l/day for t reek fol-
lowed hy trc appli.ùdùntrvcck for Il
rv€€ks, The plinary enrl-Doinr Ms thè
€varualion of vaginal dryness ass€ss€.I by
a visual Am1o8u€ Scale both by rhe iùves-
tisalor dd thc 6ubiect, secùnddy €nd
potnh rere the e!€lmdon of all other
slnDtoms md sigN associar€d rviÌh
aùophic Esinitis (irching, burning, d!5-
pareùia, ESlnal infl marioù/oedema
ùd msh assessed by a a-potm scaie an.l
pf.sence oìmginal abrasions ùd disepi-
th€lialisarion), an.l the recording or ad
ver& €v€nts dùin8 rhc study.

At rhe end of the ù€aùùeùt, ù ovèr
orl iudghcnt on ihe eincacy dd sarety of
.he d€vi.e was made by the investigator
ùd a iudgnnt on ih€ accepratrttlry of
thè ftarment vs made b,rr rhe subjecrs.

Th€ rèsdt. ehowed a mdk€d eff€ct ol
thè tsred producr on thc vasinal dryrress
aîd où dl olh€r symptoms ùd si8ns
widÌ statlsdcally sigriÈcdt rèdúcrions
stnce the ffrsi neek of rreatment, No
treaftent-relnled advers€ €venrsnere
complained by iire súbjccts anrl rhe trear-
hent corùs€ showed a hislì level of ac-
c€ptability by the suhjecrs. Thls device
could be consid€rèd an eifeciiv€ dd saJe
allenadve teatnìeDt of genlr.i ar.ophy
in púsr m€nopausal women, especifllly
rvhen tÌRT is nol recommended.

r Clnaecologicaì drugs
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Zusammenfassung

ofrene, rú.hi konrroùierie klinisch€ sru-
dien ru Untersuchuìg d€r \dirksankeit
ud siclìerheit eines PràDùais in Form
eines Gels zù ropisch€n intnragnEten
Aìrendùng b€i posrmeùopausalen
Fnuen mit Genitolatrophi€

In der Menopaúsè kren hiiúng vagl
n.lè Atroihtèn ùnd dmit vcùundere
Sympiome wie l€sinale tocÌeùheir,
Bremen, lùcken, Dyspùeuie, Libido-
Stórungen und aÌlgem€tn elne Vermhde
runs de. lÉbensqualitàt aut Bb n deù
I990er lalren wùde iiblicheMise nút
€in€r oralen HormoneÉatztherapie
(IIRT) b€hmdel, diese mrde daùr ie-
doch wegen inrcr N€beNùl'angen neu
úhedacht, In der lolge Mrdèn toptsch€
ostrog€n-lràpùar€ €ntwickelt, m die
syst€mischen NebeNvirkun8èn d€r ora
len Hormonersaú.herapte d minimie
rcn, doch auch bei dies€n wird vemutet,
dali bei liinserfristìger Anreùdùg enl Ri-
siko besteht. D!Àer mrden ^vei ldini-
sche stùdien nút einem Alternariqriipa-
mt ù Form eines Gels dùrcl€eiiilrt, das
H!€rùoùsiiN, LiDosomen, Ph}'toósllo-

gene a$ ttumrra lzl&lú Extr.kt únd
Vitùnin I €nrh?ill, úm dtc Stchc.h.tr trnd
WùlsaÌìkeit bel lo.tmenopaúcalÉn
Fraúen mx ùrogenitalatrophie ^ un1e.
súch€n. Die ersre Pilotstudie mit l0
F.aú.n b.srà1is1e das sute Sicherheirspro-
Iìl d€s Pràpùats smlìl lokal als au.h
s]stemisch b€i Anwendung ù den
àureren Geùitalien in einer Dosierùrg
von r 2I lro Tae 30 Tagc lang. lr der
melÌ€n Stúdt., die nach €inem oE€n€n,
nicht kontrolierten Ml tic€nter-Desi8n
drùchgefrilùl wode, wúrden Ì 00 ljocdè
nopaùsal€ F.aùer mit vaginal applizier
tem Gel bèhùdelt, und zM mir 2,5 g
prú Tag r Woche lang, gefolgt von 2 Appli
karlorcn pro Woche ll Wochen lù9. Der
prinàre Endpuút wù die Uniersuclìùrg
dèr vaginalen ftockeúeit, die sowohl
sm P.ùfarzl als aùch mn der lmbùdnr
mhmd einer visueleù Anlogskara vor'
gdìollu€ù wrdÉ. Dle sckúrddrcn En.l
punkte rvùen dic Unrersuchuns all€r m
deren syhplomc und zeichen, di€ mit €i
ner at.ophischen vaginitir einlergehen
(lùc1(e4 Brenneù, Dyspùeurie, vaginal€
lnùlindlnsen/Oilem€ ud Llmthenìe

ùnt.rsúchi mhùd einer 4 Púnkte
Sk.la sÒvic úgtnale Abrdlón.n únd
Dlceptlhetlallcadon) únd dl€Aúfzlch-
nuns von une.wúnschten Ereisnissen

Am Ende d€r Therapie mrde rcm
kiifùzr €ine cesdnrheùr€ilug der
Wùlsankeit ùd Sicherheit des ?Épa-
rats ud ron den Prcbùdim€ù eine Be-
ù.rcilúng de. akzc! rabl I i dir der Therapic

Die Ergeb sse zeigter ein€ aùsge-
pràgte wirklrg dèr getertcrcn P.aparale
auf die vasinal€ tockenh€it sowie alle
anderen Slmptome und zeich€n; dìese
mrden ab de. €reten woche der B€hod
lmg slatsrisch signiffkùt redruieÍ, von
den rrohùdinnen Mden kein€ thera-
pieaùhiùìgig€n uìetriinschten Xrei8nisse
fesrgesr€ r, ùd di€ Alzepiabilftàr der
Theraplewúrd€ von thnen ais 6ehrloch
eing€stuft. Das Pràpdat kun als snk
sm€ ùd sichere Aliernatitth€rapie fiir
cenitalaÍophie bei posrmenopausolen
Irauen b€trachrer rerden, insbesoùdere
wem èine orale Hormonenatztherapl€

changed our undersiaìding ofrisk-ben€tit ratio associ
ated wiih HRT t2, 61. These new Ecomnendations are
subject ofconùovers\ and raise new problems for prac
îitioners- Thercfore, there willbe a growing need of ne\{
sate and effective forms {)fteatmentfor genital atropht
lll post-menopausal u'omen.

VaginaÌ moisturizers and lubricants may be benelì-
, r J ú  h è . r " d r n é r l  ' .  u o n .  { i , \ r r o p l - i ,  \ " 8 .  .
Vaginal noistuizers provide both shori- and long
tern relief by changing the lluid content of endoLh€
llum. Vagìnal lubicants provide only short term rcliel
Women with contraindications to eslrogens or hor
nrone rcplacement therapy cor d use lubrÌcants for in-
tercoulse-relaLed dryness or moisturizers for more con

The results of two open, non coìitrollcd clinical trials
rvith ùe use ofa medical device in the forn of a vaginal
gel are reported. Th€ ing€dients $'ere hyaÌuronlc acìd,
liposom€s, Vitamin E, and ph!'toestroCens contained in
Huntulus lupula e\rract, and it has been ùsed either
by topical or intralaginal route in $'omen Nith genltaÌ
atrophy. No pÌacebo gmùp was iDclùded in the studies
dùe to ethical reasons and because the use of a vehìcle
as inlravaginal placebo might have altcred clinicar out-
comes (e.g. change of vaginaÌ pH, and/or local epithe
liirl changes when applicd to the vagina) t7l.

HyaÌuronìc acld sodium sah is a high molecular
weight subsiance which belongs to the group ofglycos
aminogl_\'cars and consists of repetitive disaccharide
unirs tglrcrronic acid and N acetylglucosamnreJ. Hyal-

I . Introduction
Menopaus€ is associated lvith a marked Édùctjon ln
endogenous esùogen producLion. Low le\.els oîcirculat-
ing blood estrog€ns have diiter€Dt deleterious ellects,
incìLrdnlg those on the lorver genito rdnary ùact lr, 21.
The vagin:l epithelium becomes atrophic and dr,v and
this condition can caùsevagirìal discomfort, itching and
dyspareùnia. The thnìned endometrium and the rn
crcased vaginal pH lev€Ì, induced by estrogens defi-
ciency prcdispose the ragÌna to ìntections and mech-
anical Neakness t3ì. Moreover, a reduced vagiDal sccre
tlon caLBes probl€ms during sexual intcrcourse, leading
to the onset of a drop iD libido t4l. Because aùophic
vaginltis Ìs attrìbuLable to estrogens dcîiciencf Ìt may
occur aìso in premenopaùsal women, who taÌ(e anti€s
togenic medicatjons or who have medical or surgical
conditions that result in decreased levels ofesbogens.

These slnptoms ofurogenital ageÌng came coDsid
erable discomfort and consequenù an obvious rcduc
tion in the quality of lif€ of wom€n, a'ho are aft€cted
by. Furthernofe, th€ number of ivomen presenting with
menopause related urogenÌtaÌ complaints is er:pected
to increase in the future due to a longer life expect-
ancy t5l.

Systemic and lopical HRT have becn lrequently used
in th€ late Ì990's for h€ating rhe sl'rìproms of post-
menopausd woman, iùcluding \.'r var and vagiDal at
rcphy. The a'oman health iniriative i\,lHl) tial in 2002
and olher studjes published sìnc€ 2002 tuùdarnentally
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Gynae(ologrcal  IhPrapeút ics

uronic acid is able to storc er1rem€lv large lvarer quaÌìr-
r r .  d l d  n ' ,  h p  \  n  i  t u r  - .  d  o . \ r u r i /  n B .  v i i o

elastic, non siicky, aù and light-permeable and thus
invisible filn. H\.aluronic acid optinised ihe water baÌ
ance, whereby the skin becomes snìoolà and morc
elo{ i .  8  .  Moreo r .  , \a l  rorr .  r ,  iJ  p la\ ,  ar  r -  p"
tant role in maintaining tjssue integrity as lvelL as in
faciÌitating ùe migration of cells during inflammation

The medical deùce is in forn of a gel.$4rh a liposo
mal fructure formulared as moÌsrurìzer and lubricant
îo nrcrcase solìness dd elasticity of the Egrnal mu-

Húmulus ltpt us is a m€mber of rhe h€mp fami\i
which has groM wild since ancient rirìes in Europe,
\ . iu  . rnd \on .  \me .d.  \4ndFrn hF-oJ meJi .  nc pra '  -
titioners Llse hops as free radical scavengerc, as rvell as
lb. its endocriDe properties. Scientific slodies rave oe-
tect€d a range of phfoesùogens wirh djîferent biolog
ical activities, so suggesting a poteniiaÌ role of hops in
lvomen's health tS I rl. Vitamin E, a fat soluble vìramin,
is an antioidani involved in the metabolism of aÌl celts.
It protects vitamin A and esseniial fatiy acids fiom ox-
idation in the bocly c€lls and preveDts breakdown of

2. Materials and methods
2.1. Medical dsice d€scriptlon

Thc medi.dl de\nceìr ú a non hormonal vaginal gcl with a Iìlo
sohàl strùctùre lormulatcd as moìsnÌrizer and lubicaùt. The
gèl .ontains the followirg àctive ing.edieùts: €xùacr fion,r1a
nùlÌ6 l./pù16, hvilúÒnic acìd, liposomes lbrm€d Lry choley
rerol and leciúin. odrer ìnsre.tieDrs inclùde jetliirjng agènts
prcsÙlaùv€s and úrrer

l.lre lrodùcr conrains Ì % ola mothei úncrùre nop erîracr.
'lhe meùod ol pr€ldation is standardiz€d as follolvs: The
plant used Broù wìld iù a rcslJict€d arca ol noíh€nr hatf
nmely Colli E.ganel(Monselice), ladoq. Thc lresh srrobjli arc
collected iù a r€sùì.r€d perìod of únc each v€ar {i.e. tl] dàysl
d u n , g . 1 .  f  n . .  

" n o p - p r . .  
' r  \ ' r p r  L , e r  t r ' J ? i r '

me.liarely !ùt ìn dre process olhyd.o-alcolìoÌjc rnaceration (n
r ' u 1 . 0  l . . r . b \  ' ' i , r r r  f - | . , . \ i r ' ,  I  r F t É r . 1 p t - d r  n a , o p o  a .
Underrhis condiLion, there is no variabiliry dùe to climare, g€o-
gnphic area úd/or season,

lilosomè lo ration is grùred by a iechùology done by rhc
o ù 1 ! '  , 8  i o ,  o ^  P p .  n -  f  ' r o r o . n i r a r  p o . o n p \

multilanùar liposomes, muÌtivesciculù litosomes has been
contirmed b,v scan Ììi.roscoly (iÌe€ze fraciurc) dùrnrg rhe
piodtrct lro.tùciioù ol rhe rcleded barn and ar rh€ eùd ofùe
shelf lilÈ olrlìe devicc.

2.2. Pllot study

The study wàs condùcted according to the cct and the più
ciples .Leriùng fìom the Helsinkì declaradon àtter ob{aúing

, Nlanulacrúrer: Polichem S,{, lúgano (Swirzcridd). BìaùdV
djstjbúrorsr G!îomunal Vaginalgelo, Jiurus thùma (imbH,
Bad Hoùbùrg (Cemìarì'; !s!cgyn€6, t hèramd Iralia S.!.a.,
segnre, Mi (ftary).

th€ approval by the Eihj.al commitree ol rhe PoÌjclinico Sd
Malteo ol Palia and ù€ \dtieù ìnfo.med consent by èach pa-
tienr incLuded jn the stud!:

Ten posth€notal$al women wilh syhptoms and sigr\ ol
urogcnitdl atrolhÍ, aged betwecn 45 and 70 v€ars, weì€ con
si.iered as eligible fo. the stùdl. PadenLs $irh laginal ìnfections
drc r. Nehseria ganÒthea., Trìclnnanet Mginalìs aùd Chla
myd;a werc exclÌrdcd.

The study hds be€n llaDned as a single centrc, opeù, not
contolled pilot stùdy to a$e$ ùe local and sysremìc saleB' ol
úe test€d prodùct in the úcatmenr of postmeDopausal urogcn
ùal atìoplìl'. Thc patients s€re t.eated with the srúdy prodùct
uscd ar a singl€ daìlt dose ol I 2 I lor 30 dal's. The producr
had to b€ alplied on ùe vulvar Égìon oùce dailv in the even
ing beforc going to bed.

The púùary endloint was to ass€ss îìe local dd sysremi.
safetv ol the produ.L, throùBh the ùoùitoring of adv€rse
events, viral siSns ù.1lahoratory tesdng. Sccondary objecrìves
úÌre the followinS: as€smeDt olurogenital sldproms (prùr-
ilus ùd bù.nnrg)ì assessmcnt ol úro8enùal si8is kryÌhcma,
oed€ma aDd laginal discharB€); global assessncm on th€
saletv as perlormed both by rhe investigator and padenl

Iiro visirs werescheduled durhg thc stud"v, rh€ firsr al Lrase
ljnc (\4sjt t0) md the second onc at úe end olrlìe srudy {Visit
a0). Dùrìng the rwo visits rhe following effÌcacv assesments
\{eì€ pedormcd: vulvorasinal sìgns (oedcmà, erytnema, ra-
sinal discharge, genital atloph_v) accoiding to rhe following
seÌìi quùùative oll]inalfour lojrL scale: I : alrsenti2 = mjldl
3 = modemte; ,l = seyÙc. DàiÌv asesìrent of urogcnnal symp-
loms (!ruriftLs and burningl ùsìng the .bove mc ioned scale,
ùas Ì)elfonned b) the sùbject and reportedon L\e patienfs di-

SaJelv was assessed by mcùs ol vital signs and rourine

,^l]y adr€rse eleDt obseNcd by L\e investìgaror and/oi re
port€d by nìe itbject !!as reco.ded accodiùg 10 L\e i.t€rna-

'lhe fiDaì judgement ol sùbjecr aùd iNesriganrr oD rhe
safeiy of ùe studr product was perlomed by lsing a rhree
pojnr scale {r = poor, 2 = good, 3 = r€ry Coodl.

2.3. Core study
Written inlormed consenr was obraiÌred lroh each larìent be
foìe stadng the studv, tle IÌotocoi was approled by ihe Erh
ical Colniu€e olthe Scassi Hospitar, Genoa {Ìta\i and by rh€
tthical Cormiuee ol dre Medical Unive$iry ÈospiraÌ, Pavshih
(ohmuna.ov Dr T9 Donc[k (ttknnre]. The s1Ìrdywù condùc-
ted according to rr\c CC! and the priDciplcs derivin8 fr.om rhe
Eeknrkì declaradon. The stùdy was conduc|ed according to a
nrùltìcentcr open, non-.onîrollcd dcsign.

Overall, 100 women, aged bctù'een 45 and 65 Fars, llrh
surgical nenopause or physiological menopausc from ar l€asr
Ì yeù, and pì€sentingwith vàgindl dr']ne$ and relate.L symp-
.ù î \ .  \ - iF  ,  o . r . idF  .d  d .  F t i t s  h t "  b .  he  rd )  L^ ' ,  . .o ,  ,  r .
t€da werei expecrancy oi noù-coDpliaDccì g€niral aùoùìaliesi
posìtive Pnp tesl resùh ìn dre last 3 mónthsi geniral infection
{conilrmed by microbioÌogical cvalùationlj nlvo laginal cón-
tacl allùgiesi vagìnal medicadon administered wirhin 15 days
prior Lo th€ inclùsìoù in fE rrial and duriùg thc sludy; hisrorl
oi .lcóhol aùd drug abusc; pa.ticipatìoù in oihù clinical nial
rlùrnrgllìe lasr month b€lorc enrolment.

îre device has been us€d as follows: one applìcalion per
dal declly intó th€ lagina, at bedLime, by mears old apllic-
ator dosed àr 2.5 g ol 8cl, lor a pe.iod oi seven consecùiive
d ' .  o l ' { r o b '  t u o  p p l i c d  r . o q  ^ e F l o  2 . 8 u  r -  o

. 3, 23G233 (2ù06)
oxcv rdnio.:!dof \rdas,lnìcùdÒt(ìoanrr N..,rj". 
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live lisirs rverc p€Ìlorúed duriÌr81he 3-moúh period ofùe
stúìy: ar baselìne 3 da"\'s atter the begn nrg oithe àpplication,
Ànd then aft€r 28, 56, an.l84 davs.

At ùseline vjsjt, the inlrstiBator a$c$cd ùe $rbjecls fù

eligibiljty accoÌdìng lo the stàled inclusion/exclùstun crjteiia
aùd collccied demogÌaphic ìnlonnation, medìcal and gtn€co

logical hisiory and curÉnl mcdical shlùs ol ihe woúen. ^ Pap
lesî was done if n€gatile rcsulrs in 1lì e lasr 3 mónLlN wcre ùot
araiÌable, as {èll às a Ììicrobiologìcal €xminadon oi vagnral

Few dats alter the baseline visit. whc! rlìe vagnral tampoù

ard u ne cúÌrue resdls hale beèn obraincd, ùe subjed was

asked to arL€nd rhe iDles1ìgaùmal site, aid in case ol negaú,e

cultur€ the padcnt was nrclld€d in the triaÌ and the Dredìcal

At each lisl a gynecologicaÌ examinatión was pedomed

incÌlding exaniration ol eh'a, vagùà, cerli! olary llerus,
rùbe objècrive vagìnal $nltoms (inllamnalion, edema, !rcs
€nc€ of {uÌvovaSìnal aÌrrasions, prcscnce ol disepith€lializarion
ol th€ vagiÌral mucosal, sùbjecîitc vaginal qmPtorns (vasinal

dnne$, ìichìng, búiÌriry, dvslareuùial.
The se\€ritl of $rnplom lagìnal dryn€ss" (lrjrnary endpo

i ol dre sttrdyl was eQluated on the basis of a lisuaL Ana-
lo8!e Scale rdging ftom 0 (ro fe€lins Òl dryùess) ro l0 (mar

nùum, nîolerablc lceÌing or dìt vasùa). This scalc Nas nled
i. byrhe i lestigator nr lb€ cas€ r€!órt loin ICRF) d!úìg the
\nsits dd by the panent in the diaril

Otherslmploms aùd signs werc ase$ed bllhe ìnlefigato.
ùrough a 4-loint scale (1 = abserri 2 = ìrildi 3 = nod€rater 4 =

severel except lor abrasions and dìs€pìtheliatisàLlon asscsse'l

Moreover, cach paiienr ì€corded on the diù)r aÌways Lry a
foùr poimscale (l = aÌrsent 2=mildi3 =lroderatei4 =sever€),

thc sy!ìptoÌr (itching bùrrring, dyspareùnial daily lo. all the

2.4. StatlsticaÌ anallEis

2.4.1, Pilot studY

fte úcnièncc ol syrptoms, signs and àdveisc c\tùls {i.e
nùmb€r ollatients with one or n\oic stBrptoms, sì8rs and ad-
veisc erentsl and th€i. 95 % conlidence liùits har€ Lre€n .e
pofed, Sercrìty ol slmploms aDd si8rs ollaboratory vùiablcs
have beeù anrlt'sed dcsciiptil'eÌl. Ì)eviations Eom relerencc
raùge oliabÒrarory rest have beeù ass€ss€d.

Th€ sjgùificaDce ol fiùalbaseline dilfcrcnces for sjgns and
' , n p o r  ' . d \  r . ' . . J ,  1 - b .  " - r l  " ' d L ' , f r " q F ,  

P .  n r ' _

2.4,2, Core study

The sradsdcal aDaÌlses ú'ere perlormcd by SAS (Version8). fhe
datà ol alÌ subjects i{h. cornpleted L\c rudy acco'dn,s to the

prorocol l?P populaiionl were included nr ùe ratisdcal anall_
sìs. D€sÙildve stalìstìcs$ere pcdornì€d for €à.h varialrle. lhe
púndy \ariable (r€srùal drt'rcssl was aùa\sed by nepeated
Nl€asues ̂nalysh ofvariance, singÌe lactor r€leatcd measùrcs
to €iplorc trends ìn lhe .lilfcrcnl rimes, and Paircd Samples t-

t€sts to cxamine dill€Énces beh\eeù scorès at various poinis

nr iine. lnlerenlìal anal,vsG ol secondarf variàblcs (ordnral

data) was made by l'riedman rcst.

3, Results
3.1. Pilot study

Ten post Ìnenopausal Car.rcasian women, aged between
45 and 70 years (Ìnean age 54.7 1 7 years), average
height 16l t 4.4 cm, average weight 5Ì 18.8 kg, (erc

enroll€d Ìn this stlrdv and aÌ coDpleted rhe Ùial proce

durcs, rvithout any deviation fuom the pmlocol. Therc
lbre no one was excluded from the anall'ses peúoltred.

With regad to the laboEt{rry l€sls nìosr suliects
show€d resulls within tlìe r€fercncc raDge tor all eram
lned parameters at thc two visitsi only fèw subjects had
vo ue\  o l - r .  J .  ne e lFrFr ' '  e  rd-BF d he "nal  p\ r  i  "
tion, bui in the investigator's opinion only one of dìese
resuhs had to be consjdered clinicallv significanl. lt
concern€d a "slighL increas€" in monoc]1e count at the
fiDal visit of 13.2 % {upper limit of nomrar range: 9 %1.
How€ver, in the opnrion of the investÌgator Lh€re \\Ias

no rclationship r|'ith the tlealment nor an,r coùnter-
m€asurc rvas n€cessary

\ o  e  o l  l , '  ' u l i " , r .  è r r o l l P d  n  \ r '  I  J  p \ p F r

enced any adverse cvent dlring the p€riod of observa'
tion ol lhe trial.

The medical eraluation pertormed at rhe finsl visit
revealed the presence ofihe same fteqLLenc]'and disirÌ-
brtion of the pathological condiiioù identjned at thc
bcginDhg of the trial (one case of ofeoporcsis and
thrce cases of depression).

The results of the fatistical andlvsis on signs aDd
symptonN, bv consid€ring the differences bet!€en

baseline and end of treatmeni data, are rcporl€cl in
Table 1.

r\ll s)1nptoms and signs markedly redLrced or dìsap
peared al the end of lr€atment. The analysis sho$'ed a
stîtistically significant {p < 0.05) d€crcase ofthe symp-
toms p ritus and buming at the end of treatmcnt com'
pared to basehle values, whilc for dl oiher paraùciers
no statistically signilicant difîereDces were s€en, prob

Table rr Sign/slmptom sev€rity in l0 posrmenopàúsal women applied th€ test Prodúct lor 30 dals.

Vulvovagiùa1 sìels]slmplo6s

Nlild

l 0

3
2

l 0
2
2

I
I

l 0

2
2

2
2

t0

5
3 i

t 0

. p . 0 05 l!.mpdkon b_r rùLs inrl b\ ftu l'rnlio\1.
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" 
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Table 2: Core study female súbJect chùactolstics

6!

25 (min rt.7, md 39.261

ably due to the small number of subj€cts ìnchrd€d in

this pilot study.

3.2. Core stúdy

OveraÌl 108 Caucasian scre€ned for en-

tedng in dre studyi eight Nomen did ùot comply rdth

th€ incLusion crjteia, finaÌly 100 rvomen aged Lretlteen
48 and 63 yeaÌs (mean ag€ 54-6 i r0.7) lv€re enrolìed

alìd assigned to the treatment accorclÌng to the stutlv

prctocol, the subjects' chdacl€ristics aE summarized

Ìn Table 2.
Fourteen subj€cts prematur€ly djscontinued th€

studlr three subiects for lack of compliance, tlvo lor

consent wìthdrawal, and nine were lost to follow up

OveraÌl 86 subjects completed the study (PP popula

The s€veritv of vaginal dryness (primary endpoint),

Ìneasured by means of th€ VAS, decreased in the PP

popularion f|om 78.36 at baseline to 58.57 at vìsit r (8

dayr, to 32.82 at visit 2 i28 dal.s), to 7.37 at Visit 3 (56

daysl and to 0.0 at Visit 4 {84 davs). Tlìe differenc€ at

the ANOVA \fas highly signitìcant {f = l03l.3i p < 0 0011

Multipl€ compaÌison confirmed a significant decrease
vs. baselin€ starting from the t"' study time point,

namely at Visit I after 8 days of treatment. The results

obtained for vaginaÌ dr]îess ar€ summarised in FÌg r'

I
I

o

.r.
!-'
T+|- l

T
I .f
T

Fis. l: vagtml drne$ (vhúal daloSùe scalel by vlsit in poshe
nopàúsal wonìen t.ealcd rvith the test prodúcr for 12 we€ks (vistr
Ì = a davsr Visit 2 = 23 da$; Visit 3 = 56 da\6i Visit 4 = a4 daysl

' 3, 30-233 (2006)
o ncv Edùlo cdùltlas Aul.ndorf (c.nanyi !bÉ]i d il. vasúr g.ì 5
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The rcsìnts of the evaÌuation of îhe subj€ctive pam-

met€rs, itching, burning and dyspareunja, in Îhe PP

population are repoúed belo\{
At baselinelisit, ilching ivas present as severe symp_

tom in 70 rvomen and as moderate in 16 rvomeni tlre

s],lllptom progressively disapp€ared and onlv 2 women

complain€d of mild itching at the end of trcatment

tvisit 41. The data are detaiÌed in Fjg 2,A. The average

severlty oî itching, measured by the 4-point scale' de

crcased from 4.94 at baseline to 3 98 at VisÌt t' to 3 05

at Visit 2, to 1.56 at \rÌsit 3 and to 1.47 at visit 4 (p <

0.00i). Data arc sùmmarized in Fig. 2B
At th€ bas€liùe visÌt, burning reas severe in 50 wo-

men, moderate in 24 women and mild in 12 a'omenl

the sl.Inptom progessiv€ly redùced h intensìtv or dis'

appeared and at the end of tr€atment only 2 women

complained of mild burning. The data are detajled in

Fig. 2A. The average sev€rity of blùning, meîsured bv

the 4-point scaÌe, decreased liom 4 90 at baselne to

3.72 ar Visit l, to 3.09 al Visiî 2, to 1.67 at Visit 3 and

to 1.62 al Visit 4 (p < 0.001). Data are sLLmmadzed ir

Fig. 2C.
DyspareuDia was prcsent as severe slÌnptom Ìn 12

nomen, as moderate in 52 rvomen and as mild in 22

wonìen at the baselìnei the sl'llptom progressively dis

appeded and only t woman complained of mlld dyspa'

reunia at the end ol ùeatment (Visit 4l 'Ih€ data aÌ€

d p t a i F d  i r  f i B . 2 A .  l h e . \ r r o C F . P \ c  i l  o r d ' . p a ' " u r i d
measurcd by the 4 point scale, decreased from 4,81 at

baseline to 3.67 at Visit I, to 2.93 at Visit 2, io 187 at

Visit 3 and to 1.72 at Visit 4 (p < 0.001) Data are sum-
marized in Fig. 2D.

Inflammation/oedema of the vaginaL nucosa, mr

tially severc in 24 women, moderate iD 31$'omen, mild

in 20 h'omen and absent in ll Nomen at baseline, pro-

gressively disappearcd in mosi subjects and only 4 wo

men complained of mild inflammation/oedema ot the

l'aginaÌ nucosa at the end of treatment (Visìt 4). The
average seveity of the symptom, m€asured by the 4-
poìnt scale, decreas€d from 4.64 at baseline to 3 56 at

Visit 1, to 2.90 at Visit 2, to 1.98 at Visit 3 ard to l.9l at

\risit 4 ip < 0.001). Dala are summarized in Fig 3A.
Rash of the vaginal present as severc

syrptom in l8 women, as moderat€ Ìn 27 women, as

mild in 33 women and was absent in 8 women atbase
linei the slmptom pro$essively disappeared iì all No

men at the end of treatmeni. the average sev€Ìity of

rash decreased fiom 4.66 at baseline to 3.56 ai visÌt 1,

to 2.78 ar Visir 2, to 2.02 at visit 3 and to 1.96 at visit 4
(p < 0.00U. Data am summaúzed ìn Fi8. 38

DisepilheÌiaÌizatioD of th€ vaginaL mucosa Nas pre-

senr in 227a of the a'omen at the baseline lisit The

$mptom proSressively disappeared in all these lvomen
at the end of the treatmeDt- Data are summaized in

Fig. 3C. vulvovaginal abmsÌons ofthe mucosa \qerc pre-

sent ìn 20 % of the women at the baseline visìt. The

fl,mptom progressii,ely disappeared in all these wom€n
at the eDd of the treatment. Data are summarised in

Fig. 3D-
The compliaDce to the treatment rras complele rn

84 subjects aùd partial in 2. Data are sùmmarized in

Fig. 44.
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The overall judgment on rhe efficacy of rhe srudy
prcduct, as assessed bythe investigato! was optimal in
70 subjects, good in 15 subjects and moderare jn r sub
ject. Data are summaÌted in Fig. 48.

Th€ safety was defin€d by rhe invefigator as optimat
iD 83 subjects, good in 2 subjecrs and suficient in r
subject- Data are summarized in Fi8. 4C.

The acceptabiÌiry of rhe device by the subjecrs ieas
defined as decidedly acceprable by 73 subjects, easity
acceptable by 12 subjects and acceprable by r subject.
Data aJe summarized in Fig. 4D. Two subjects colllplai-
ned of mild and transienr rhinitis and one parient com
plained of mild rhinitis and throat pain dúing rhe
studyi all these events recovered, and rhey were not
considercd as related ro the srudy ùearment.

4. Discussion
Tìr€ growing need of new saîe and e$ectiv€ forms of
trcahenr tor uro-geniral aúophy in posl menopau$Ì

women other than oraÌ or local hormone replacement
therapy has led to rhe developmenr ofa nledicat device
ìn form oî vaginaÌ gelwith the aim ro provide în aher
native form of trearment.

The safety ofthe devic€ has been firstly invesuEareo
in a smaÌl population of post:menopausal lvomen by
testing a local, bur not inîmvaginaÌ, îpphcation of Ì 2
g for 30 days. The res|lts oî rhis pìlot srudy have con
firmed the good saJety profile wirhout any tocal or sys-
temic adverse effects. Moreover a significant positive
€ffect on vulvar itching arld buming was documented
by this pÌlot stùdy.

After the first study, a larger mulricenrer trial was
performed to confirm the safety and the efhcacy ofrhe
intravaginal rreaim€nt wirh the r€st pnduct ar rhe dose
of 2.5 g/day for 7 days îolowed by íro applications/
week for rr lveeks in postmenopaÌNaÌ women. The re,
suÌts confirmed the 1àvourable safery profile of rhe de
.|'1ce even alier a prolonged period of rrearmenr mo rrs

Fc \  r ò roLdn r f \ 4  s  \ L rù , r i .  c { i n r r i
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Ii€, 3r Ohjectire smination to poshenopausal bomen Í€are.l vith rhe rest product tor 12 reek (vist r = s day$ vtstr z = 2a dayr;vieir r = s6 days: Vblr 4 = a4 daysr A B: alerage sdèrity 1 2 sD. C D: nùmbe.'of parim;;t 
"r-;d;;"".

efficacv in reducing the \laginal drl,,Ìr€ss a.d retated
symptoms in posrmenopausal womeìr, lvith a marked
effect since the fìmfi\7eek of rrearment. The final judg
menl on €ftìcacy and saJety lvas veÌy good in mosi sub
jects. The device application has been we accepted by
rhe subjects, as confirmed also by rhe good level of
compliance io the device applicarion in mosr women.

No guideline ivas availabìe aborLt srudi€s on the re
portecl indication. On the contrary, rhe only avaitable
guideliÍe on ireahnent of vaginat condirÌons rs the''GuÌdance 

for indùstry Bactedat vaginosis - Devetop
ing antimicrobial drugs for îrearmenf, of rhe FDA that
recommends to avoid the use of ptacabo because it
might caùse aliered clinical oùtcomes (e.g. chùrge of
vaginal pH, and/or local epitheìial changes lvhen ap-
plied to the vagina) I7l.

Vaginal moisturizers andlubdcants seem to ue !ere_
ficial in th€ trearment ofwomen Í7írh arrophic vaginitjs.
Vaginal moisturizers provide both short and tolE ,erm
relief by changing the fluid conrenl oî endothelium.
Vaginal lubricants prcvide only shorr rerm retiei.

The positive rcsults in th€ rreatmenr of r.atstrrd ar
rophy obrained ìn rhese sludies are due ro the formula_
tÌon of the tesred produci, rhat contaÌns in8reorenrs
(hyaluronic acid, liposome, phÍoestrogens conrained
in Humulus lupulus, and Viramin EJ that aÌlow to stow
dor,r'n the naturaÌ ageing process of rhe vagin:,r area Dy
enhancing its natural moisrure and mainrainjng the E
ginal and vrìlvar tone and fìrmness. The eficacy oî the
medicaÌ device's rcspective componenrs shall De mves
ngated separately in future.
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